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Introduction

42
Propofol is the general anesthetic used for anesthesia induction and its continuation. It is also 43 commonly used for sedation [1] . Propofol is generally safe but it does not have an antidote. It has
44
severe side effects such as cardiovascular depression and hypotension. The most common 45 cardiovascular effect of propofol is causing hypotension by lowering systemic vascular resistance,
46
cardiac contractility and cardiac preload.
47
There are many studies examining the cardiac depressant effects of propofol in the literature. In 48 one of those studies, the incidence of hypotension (SBP <90 mmHg) was found to be at 15.7% in 49 patients receiving induction dose propofol, and 77% of the hypotension attacks were recorded within 50 the first 10 minutes. In the same study, bradycardia was observed in 4.8% of the patients (HR<50 51 pulse/min), and 42% of the bradycardia attacks were recorded in the first 10 minutes [2]. Abdul overdose [5, 6] . In later studies, it was shown that it could be used as an effective antidote in 60 poisonings caused by lipophilic drugs [7] . ILE therapy has been used successfully in toxicities due to 61 many lipophilic drugs such as beta blocker [8] , calcium channel blocker [9] , and tricyclic 
65
In addition to these characteristics, it is considered that ILE can be effective on reversing the 66 respiratory depression, vasodilatation and cardiac depressant effects of propofol due to its high 67 lipophilicity.
68
The aim of this study was to assess the effects of ILE therapy in the prevention of depressive 69 effects of propofol on cardiovascular and respiratory systems.
70
Materials and Methods
71
The ethical approval for this study was provided by the Ethical Committee of Yeditepe 
76
with the ethical standards of the institution at which the studies were conducted.
77
Consent for this study was taken from the ethical board of experimental animals, and the ethics 78 committee allowed an upper limit of 28 rats. 
Experiment Protocol and Groups
85
The hairs in the lower parts of the bodies of the rats were shaved to make the applications easier.
86
They were kept in supine position with their extremities stabilized during the study.
87
Inhaler isoflurane (Isoflurane, Isofludem 100 ml) was used in all rats, and anesthesia was 88 provided with an animal anesthesia machine. After providing satisfactory anesthetic depth, femoral 
99
Hayrana, India) in all groups to apply the drugs used in the study. The propofol used in the study 100 was given with ILE and 0.9% NaCl infusion pump (SwissMade, ArcomedAgVolumed VP7000,
101
Switzerland). ILE (ClinOleic %20 lipid 500 ml, ECZACIBAŞI Baxter/Belgium), Propofol (PROPOFOL-
102
LİPURO %1, 10 mg/ml, I.V. 20 Ml Ampul for Infusion, İlaçsan®/Turkey) and 0.9% NaCl were used.
103
Dosages, drug application methods and experimental protocols were determined according to the 104 previous studies and the mentioned sources [8, 13, 14] .
105
Rats were randomly separated into four equal groups.
106
Group 1 (n=6): In the Control group, 0.9% NaCl was applied in the form of infusion in four
107
minutes with a dose of 16 mL/kg as a pro-drug,
108
Group 2 (n=6): In the PP group, 0.9% NaCI was applied in the form of infusion in four minutes
109
with a dose of 16 mL/kg as a pro-drug. After pretreatment with 0.9% NaCI, propofol was applied i.v.
110
bolus with a dose of 42 mg/kg at the fifth minute. 
Statistical Examinations
123
Trend analysis approach examines the relation between the treatment order and response size.
124
Trend analyses in clinical studies focus on causal treatment effects rather than simple comparisons 125 [19] . Of the 24 rats, only 18 of them had completed data. A total of 240 data points were available for 126 statistical analyses (24 rats × 10 time points). In our study, there were missing values due to the death 127 of the rats in the PP group. All rats in the PP group died at different points of the first 60 minutes. We 
Results
138
In the PP group, cardiac arrest developed in 1 rat at the 15th minute, 1 rat at the 20th minute, 1
139
rat at the 25th minute, 1 rat at the 40th minute, 1 rat at the 44th minute and 1 rat at the 55th minute,
140
and no rats remained in the PP group after this period (Figure 1 Figure 2B , 3B, 4B, 5B, 6B). 
148
Peer-reviewed version available at Medicina 2018, 55, 1; doi:10.3390/medicina55010001
194
Similarly in our study, a significant decrease was observed in SBP, DBP, MAP, HR and RR values 195 in the group that was only administered propofol, and all the rats in this group died at the end of the 196 60th minute. (Figure 1 ).
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The mechanism of action of ILE therapy is not completely explained and different hypotheses 
205
Other hypotheses assert ILE's cardiotonic and inotropic effects to explain the mechanism of 206 action. In one study, it has been indicated that ILE administration increased the left ventricular 207 contractility [26] . 
229
it is considered that ILE treatment is advantageous for preventing the hypotension and bradycardia
230
side effects of propofol (Figure 2, 3, 4, 6 ).
231
According The mortality rate of the PP group was detected as 100% ( Figure 1) ; the survival rate was found 242 to be 100% in the ILE+PP group. Our study is important as it shows that ILE therapy decreased
243
propofol-related mortality. However, it is not possible to compare the results of our study with the 244 literature, because ILE therapy was not tried to prevent propofol-induced mortality.
245
According to our findings, the RR level of the ILE group was found to be significantly higher 246 than those of the other groups (Table 1 ). More detailed studies should be designed to explain the 247 tachypneic effect of ILE therapy.
248
Conclusion
249
Due to the findings obtained during the research, it was concluded that side effects such as 250 hypotension, bradycardia and respiratory depression, which can be seen after propofol application 251 in rats, could be recovered with ILE therapy, and mortality due to these side effects were prevented.
252
More extensive studies are required. 
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